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.= J.4, COMMENTS ON THE ICH El1 S-2-m 
IN-F%SIImF MEDICINAI, RlPODUC’I3 IN m 

EFPLA considers that the structure of the guideline is straightfonwd and tfic topics are t89y to find 
and to consult. The topics presen&on is w&balanced. The content is adequate to provide a guidance 
for those who develop producu For paediatic patienn, although nor too detailed. It helps minimking 
the exposure in paediarric patients. Tr helps idaxi@ing rhe pte-clinical and clinical studies needed for 
re&stntion. 

EFPTA would like to addregs the following general comments on tie ICI-3 El 1 Step 2 guideline : 

l EFPL4 considers that paediauic formulations may need to be developed. However, when adults 
comprise the major patient population such that pediatric data are not immediately a-&able, the 
possibilities for expanding txcatment use of the product in children should be explored. 

l l5trapoladon of non-clinical and clinical adult safety data to paediatricr would be easier if standard 
paediauic we@ts or skin surf&e areas were provided for each category. 

l Thcrc is no specific mention in the document of studies in healthy paediatric Bubjccts. Such smdics 
m happening. bob in response to regulatory authorities requesting restiction.~ that would make 
patienr pacdiatic studies impractical, and ~I-I response to internal projeti teams wishing to mmrc 
that the maxim um paediarric data is obtained in the minimum time. 

WC COMMENTS 

1. IN-i-RODUCTION 

1.4 Gend principles 

WC ruggest adding the following statewent ar the end of this section : “Thus, ar specified points during 
the development of a new medic&l produq it may bc approprizte for companies to discuss with 
regulato7 authorities the data needed to support paediatic bbelling This is particularly imporanr 
when the producr is likely TO be commonly used in paediatic padann, for ckases predominantly or 
exclusively affecdng paediatric patients, if the produa would provide a meaning&l &cape&c benefit 
r,o paediatic padenrs ovez exking treatienrs, the product exhibiti a very novel mechanism of action, 
or rhe product is indicated 6~ a very significant or life-threatening illness.” 

2 GUlDELINES 

2.1 Ieaues when tit;abg a paediatic medicinal product development prognxmme 

Page 5, we proposc to reword the first tientence as folloars: ‘?f the medicinal product is intended for 
pcdiarric use, this use should be substandated by appropriate dam. ” 

Page 6, $ 1 : we sugesr broadening The 1a-s~ sentence, or adding 10 it +&at “In p-z&Jar any issues 
associated with the development and maturity of the CNS, k.idnq, Liver or lungs should be addressed.” 



2.2 Peediatfic folmlllationo 

Overd, this section is cather pre~criptioe and some %se by case” ~~rdhg may be more appropr;ate. 
Whilst: ir may be necessary ~JJ have difhxnt formulations with diffcrcnc c~nccn~tions avaiI&le co 
fackate dosing and compliance in children, the need to devetop a large number of formulations 
and/or concennzions is likely to deter rather than encourage the conduct of pa&at& devdopment 
programmes, and may even inuoduce a greater potentia! for pmcriiig and dosing enon, 

2.3 Timing of emdiee 

232. Medicinal products intended to treat serious or life-ihrcarcning disreaes, occurring in 
both ahnlte and paediauic pet&m, for which tberc are currently no or limited 
tberapwdc options 

We suggest rhe fJIuwing wording ; “Re6earcl-1 with a medicinal product that may potentially rwcae 
ore improve a life-threatening condition, but also may have severe adverse effects may be done in 
patients suffering from tbe disease. Howcvcr, the IRB should thoroughly review the protocol taking 
into account the tet-ninal stank of study participants. The illness of subject as a saong driver to tie 
any risk in order to gain access to a potentially life-saving treatment should be carcfull~ considered in 
the recruirmen: of those patients.” 

2.3.2. Medicinal products intended to treat other diseases and conditions 

Page 8, sentence 5 : we 6ugge.n amending to “. ,. and the submission of paediatric data would be 
expected in the application ~~EQ&&+x&!c.” 

2.4 Type6 of studies 

Although the guideline requires proof of efficacy for medicinal prodwts where extrapolation of adulr 
data is impossible using pharmac okinetic modelling, for example medicinal products which exert their 
acnon topically such a~ inhaled corticosteroids, there is no reference to dose ranging studies in these 
instances. With regard to dose ran&g of topical medicinal products, measwes to avoid unnecepisaq 
clinical studies should be explored (e-g. study using a physicochemical model to evaluate drug 
dktribution and reference to ratio of adult/paediaaic dose levels for a similar medCnal product which 
has a paediatric indication). 

The second paragraph suws& that the epolation of efficacy data from ad&, in ce.rrain specific 
cases, may ranovc the need for efficacy gtudieb : adequate inforrmtion for pacdiaaic use may be 
obtained from pharmacokinetic studies together with a or other studies. 

Page 9,s 2 : we swt that rhis p-h be amended m include refvence K, comparison of dose on 
mg/m2 b&B here as well XI in Section 2.4.1. (see comments below). 

WI& regard K, comparison of doses, Section 2.41. makes it clear chat “dosing recommendations for 
most medicinal products used in &e pa.ediatric population are usually based on mgfkg up to a 
maximum aduh dose”. Ir would therefore faciJ&te erctrapolation of non-clinical and clinical adult 
safey data to paediatrics if standard paediatxic weighs or &I surface areas WCYC provided for each of 
rhe age ranges cltegorised in Sections 25.t.-2.55 We could therefore compare effects in animals or 
humans in terms of exposure seen EoUowing doses of X mg/kg or X n-&m”. 

We recognise thar rhere is likely to be a lot of variability in these weights or surf%e areas but: would 
sugesr that, in each case, it should be possible to d&e a Iowa level (e.g. 50 kg adulr weight often 
used in non-clinical safey assessments). Since use of a lower body weight or surface area would allow 
rhe highest estimate of dose per mg or mz this wouId provide a more robust asge9smcnt of safety. 
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Nowadays liquid chromatography mass spectromeuy (J.-CM-S) would be the preferred choice of 
analytical assay by most pharmaceutical pharmacokinetk laboxatories. Gas chromatography mass 
spectromeuy (GCMS) is an older technique. We suggest not quoting any specific vlalytical technique 
ha a whatever is quoted is likely to become outdated tily rapidly- Suggest deleting specific 
examples of techniques from Section 2.41. firsr bullet and amending to “...use of m sensitive 
anaptical assq?s for parent drugs.. *” 

WC rccornmend that the word “bioequimlence” be changed to ‘Wative bioavailability”. Some useful 
and acceptable, pae&uic formulations may not achieve bioequivalence but if the relative bimtilability 
were know, us& recommendations could be included in lab&g to guide dosing of paedianic 
formulation in children. 

We iuggest deleting the reference ro “population pharmacok&t? in the Last major and firsr sub- 
bullet. A group of 5-8 children in a pharmacokinedc study cannot approximate a population. We 
suggest changing the second sub-bullet to “optimal sampling thco$’ Cte. nor population 
pharmacokinetic), although it should be nored (ar rhc end of the section) that the utiy of this 
approach assumes thaT chilren are U.e adults (which will obviously not aiways be tie and is the reason 
for the study in the fmt place). 

2.4.2 Efficacy 

We suggest anxnding the lit33 sentence t.13 “Measurement of subjectiT symptoms such a9 pain 
requires different ;asscssment insuumen& in patients of different ages he of d.XfB 

ion and-tiOl;L” 

As tie ICH El0 guideline is sti a dr+ we suggest deleted &e reference to it. 

2.4.3 Safety 

Further clarification of whether the followins sraternent : “In additioq the dynamic praccsacs of 
growth and development . . . to detemine possible effects on skeletal, bebavioural, cognitive, sexual and 
immune maturation and development” applies to all medicinal products, or guidance on which types 
of medicinal products are relevx& would be helpfl. 

2.5 Age dassification of paediatric patienra 

Since any classification by age is arbirrnry and a flexible approach is needed to assure that brandies 
r&ect currenr knowledge of paediarxic pharmacology, this opporrunity should be zak.en IO harmonise 
the age range 16-15 to avoid the need for reanalysis for different regions e.g. tabulations of pooled data 
are repeated -GYI order to reclassify rhe same 17 year old padenr as either “adul? or “adolesccnr’ 
depending on which regulatory agency the summary is required for. This hzmonkadon need not 
impact clinical uials at the protocol level since national differences in definition of “adolescence” and 
Ye&l consent” will persist; but harmonisation of the’clinical database for global progrvnmcs at rhe 
hme of marketing application prepzation would be beneficial. 

We also suggest use of “1~~s than“ symbols (i.e. <) in the list of catrgorisations insread of the reference 
TO “completed days, monrhs or years” as this has the porrntial to lead to confixion and ehor. The 
draft pideline should be amended to: 
l Pre-term newborn infants 
. Temn newborn infants [O to <28 days) 
l InFanm and toddlers (28 days 10 < 24 months) 



l Children (2 years to < 12 yeas) 

. Adolescents (12ye-x~ to < 16-16 yean) 

We strongly agree with the statcmctx that “Dividing the paediatric population into too many small age 
groups might needlessly increase the number of patients required” so we suggest that it is made clew 
that this categorisadon applies to the overall clinical prognmmc population and does nor restrict the 
selecdon of age ranges for individual stucks. 

2-5.4 Children (2-11 yew) 

The wording could imply that long-term &~owth and development studies are necessary prior to 
product lkenc~pplication- 

2.5.5 Adolescam 

The f&t pamgraph states that prc~ancy testing is necessary for females aged 12 or older. We would 
prefer that pregnancy testing should be discredonay, i.e. for females who are or have been sexuaily 
active. 

In paragraph 4, we suggest that the requirement for monitoring use of unprescribed medicinal 
products is not made mandarory. 

Lest sentence specifies that meclickl products may affect the pubed growth spurt and may affect 
final height. It would be helpful if there QGS hurther discussion regxrdjng the types of compounds this 
may be applicable to, a discussion of the difficulties in gathering such data during clinical &h and the 
effect of considerable variability in the population regarding end-points (i.e. onset of puberty and final 
heights). 

2.6 Ethical issues in paedhuic studies 

It is rare for the first study in paediatrics to pmvide definitive efficacy data because there will be no 
information regarding exposure/response etc. ‘m this population. Hence, by definition, this study will 
be es$oratoy and paediatics may not be expected to derive any benefit from the study. 

Points to be noted in enrolment of patients who have been enrolled in other trials should be given, 
e.g. recommended interval between enrolmcnt in stidks. 

2.6.3 Consent 

First $, third scntcnce : wince the defmition of “agent” is not given in the ICH ELI guideline, 
consideration should be given to including a definition of this term within this guideline. 


